A large number of workers throughout the world are occupied in trials to assess an easy and efficient oral treatment for gonorrhoea, using either a one-day course or a single dose. This has considerable advantages in V.D. clinics as it facilitates handling of patients, requires rather less care and attention, and is particularly convenient in small clinics although it would not be preferred by all patients, especially immigrants. Parenteral penicillin remains the drug of choice in the treatment of gonorrhoea, but oral penicillins have yet to prove their effectiveness when given a single dose (Gundersen, Odegaard, and Gjessing, 1969; Alergant, 1973; Willcox, Woodcock, Latto, John, Redmond, Parker, Rees, Cobbold, 1973) .
Since the work of Csonka and Knight (1967) , cotrimoxazole has been tried in various regimens by many workers, e.g. Csonka (1969) , Arya, Pearson, Rao, and Blowers (1970) , J0rgensen and Kvorning (1971) , Siboulet (1971) , and Lawrence, Phillips, and Nicol (1973) .
Following the encouraging results obtained with cotrimoxazole ('Septrin': Burroughs Wellcome) in a dose of two tablets three times daily for 3 days, the author decided to assess a single-dose schedule in both males and females suffering from gonorrhoea. The manufacturers do not warn against any particular toxic dose and it was decided to use a single dose of eight tablets, giving the alternative dose of two tablets three times daily for 3 days to those who failed to respond to the single dose.
Material and methods

Patients
Between May, 1971, and March, 1973, 1,223 Post-gonococcal urethritis Non-specific post-gonococcal urethritis was diagnosed only ifthe patient had presented witha discharge which contained an average of 12 cells or more in 10 oil-immersion fields and/or hazy urine in the first glass of the two-glass urine test with a fair number of pus threads, but no evidence of gonococci in smear or culture. The diagnosis was not made before the second follow-up attendance.
Results
Of the 1,223 patients 1,069 were followed, of whom 794 were males and 275 females. The defaulters comprised 102 males and 52 females. Table IV shows the numbers who attended each follow-up session. Of the 1,069 patients who were followed, 46 (29 males and 17 females), or 4 per cent., failed to respond to the eight tablet regimen and were considered as treatment failures (Table V) . 
Sensitivity testing
It was possible to study the sensitivity pattern of the gonococci by the disc-diffusion method in only 134 cases. These included essentially the organisms isolated from those patients who attended with repeated episodes of infection or who failed to respond to cotrimoxazole. The majority of the strains showed almost identical zones of inhibition (20 mm. diameter) to cotrimoxazole and penicillin. In the cases of 28 strains with a zone of inhibition to cotrimoxazole of less than 20 mm. diameter, 21 of the patients concerned responded satisfactorily to therapy. The remaining seven cases were among the treatment failures. Nearly all of the patients with gonococci sensitive to the combination in vitro responded.
Urine clearance Excluding those who failed to attend after the first follow-up and those who failed to respond to treatment, 548 men were followed up with regard to their urine clearance tests. 44 per cent. showed clear urine by the end of the first post-treatment week and another 32 per cent. showed clear urine by the end of the second post-treatment week. The remainder took longer (Table VII) . Side-effects Very few side-effects were observed. Two of the treatment failures complained of vomiting and gastric discomfort. One patient reported a skin rash lasting only 2 hours a few hours after receiving the eight tablets; the significance of this was uncertain.
Discussion
The sensitivity of the gonococcus to the various antibiotics seems to vary both geographically and chronologically, so that it may not be valid to compare the therapeutic results obtained in one country with those of another, nor even those from two clinics in the same country, or, indeed, the same clinic at different times. The synergistic effect of trimethoprim and sulphonamides has proved very effective against many organisms, including the gonococcus (Csonka and Knight, 1967; Darrell, Garrod, and Waterworth, 1968) . Since the work of Csonka (1969) , cotrimoxazole has been used in various dosages with a recorded failure rate varying between 1 and 18 per cent. depending upon the dosage. It is too early to predict the long-term value of this drug combination with regard to the gonococcus, bearing in mind the resistance which the organism developed to sulphonamides when these products were used in the treatment of gonorrhoea between 1938 and 1946. Siboulet (1971) (J0rgensen and Kvorning, 1971; Wigfield, Selkon, and Rich, 1973) , it would appear that a single dose of six tablets is much less effective than eight tablets in eradicating the gonococcus, and we would suggest the latter schedule to be the minuimum number of tablets which should be given as a single dose.
Although it was not possible to perform any assays for levels of trimethoprim or sulphamethoxazole in the blood of our treatment failures, the results of the MIC determinations on the gonococci cultured showed that some of these strains were unusually resistant to cotrimoxazole. The failure to respond to cotrimoxazole could be due, therefore, to the resistance of the infecting strains or the absence of the usual synergism between the two components. It was unlikely to be due to failure of the patients to take their tablets during the 3-day treatment as each patient was questioned on this point, and failure to absorb the drugs seems only a remote possibility. Two cases of primary sore were encountered 2 and 5 weeks after treatment with cotrimoxazole. These confirm the already known fact (Lawrence and others, 1973) The incidence of post-gonococcal non-specific urethritis was 6 per cent. At present cotrimoxazole seems to be the most useful alternative to penicillin in the treatment of gonorrhoea.
